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DETAILED ACTION 

Status of the claims: Claims 1-21 are currently pending. 

Priority: This application is a 371 of PCT/JP04/19578 (12/27/2004) and claims foreign 
priority to JAPAN 2003-431680 (12/26/2003), JAPAN 2004-283082 (09/29/2004), 
JAPAN 2004-312335 (10/27/2004). 

IDS: The IDS dated 1 1/26/07, 9/26/06, and 6/26/06 were considered. 

Election/Restrictions 
Applicant's election without traverse of Group II (claims 1-7, 9, and 20) in the 
reply filed on 12/22/08 is acknowledged. Applicant also elected the species of example 
14. Because the generic claim 1 was found unpatentable, the provisional election of 
species is placed in effect and the claims are restricted to the elected species only and 
the subject matter not reading thereupon is withdrawn from consideration. 

Claim Rejections - 35 USC § 103 

1 . The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

2. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 
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4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

3. Claims 1-7, 9, and 20 are rejected under 35 U.S.C. 103(a) as being unpatentable 

over Nakayama et al. (WO 02/053534 (cited in the IDS as equivalent of US 

2003/0134859, now US 7,157,487) published in Japanese on 07/1 1/2002, references 

below are to the English '487 patent) in view of March's Advanced Organic Chemistry, 

5 th ed., (2001) ("March"). 

The instant claims are for a process of producing a compound of formula III: 




comprising reacting a compound of formula I ( R1 °" H ) with a 



X 

chlorinating agent and a compound of formula II ( r ) under acidic conditions 
without addition of a base. 

1. Determining the scope and contents of the prior art. 

Nakayama teaches methods of synthesizing VLA-4 inhibitors. The reference 
teaches generic processes such as in scheme 1 where an amide bond is formed from in 
the presence of acid and utilizing acid halides such as oxalyl chloride. See cols. 49-51 
and Scheme 1C. 

Specifically, in col. 233 the reference teaches formation of an amide bond 
between 1-ethylindole-3-carboxylic acid and methyl-3-chloro-4-aminophenylacetate in 
the presence of oxalyl chloride: 
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March teaches related well known methods of forming amides in a synthetic 
scheme and represents the depth of knowledge of those of ordinary skill in the art with 
respect to abilities to optimize reaction conditions, etc. In addition, the reference 
teaches reacting an acyl chlorides with an amine to form an amide bond. The reference 
also teaches the well known transformation of a nitro group to an amino group. 

2. Ascertaining the differences between the prior art and the claims at issue. 
The only apparent difference between the prior art and the claims is that the instant 
claims explicitly state the use of acidic conditions. However, when considering the 
elected species of example 14 the reaction conditions do not show a substantial 
difference from the prior art. 
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With respect to claim 2, a further difference is ethyl vs. methyl group on the indole. 
Claim 5 requires R2 is formula (a), while Nakayama teaches the related structure in 
example 90. 

3. Resolving the level of ordinary skill in the pertinent art. 

One of ordinary skill in the art of organic synthesis would be well versed in the 
teachings of references such as March. One of ordinary skill in the art would consider 
routine and well within their technical grasp the process of altering reaction conditions to 
maximize yield. In addition, those of ordinary skill in the art would first look to known 
synthetic methods in the art that share structural elements with the object of their 
endeavor. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

One of ordinary skill in the art would be motivated to optimize yield of the 
products taught by Nakayama. Based on the teachings of March and Nakayama, one 
of ordinary skill in the art would be know how to utilize different reaction conditions 
including acidic. In addition, one of ordinary skill in the art would recognize how the 
synthetic methods would be equally applicable to compounds with a similar core 
structure on differing only by the variables such as R1 and R2. Those of ordinary skill 
routinely use the a variety of reaction conditions that are well within their technical grasp 
and are commonly interchanged in order to routinely optimize the reaction conditions to 
maximize yield, etc. 
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The Supreme Court stated in KSR "if a technique has been used to improve one 
device, and a person of ordinary skill in the art would recognize that it would improve 
similar devices in the same way, using the technique is obvious unless its actual 
application is beyond that person's skill." KSR Intern. Co. v. Teleflex Inc., 127 S.Ct. 
1727, 1731 (2007). 

Because varying reaction conditions is routinely employed in improving methods 
of making organic compounds similar to those claimed here, the application of the same 
technique is obvious. Therefore, the claims are rejected. 

Claim Objections 

Claims 4-7, 9 and 20 are objected to for being in an improper multiply dependent form. 

Conclusion 
The claims are not in condition for allowance. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Robert Havlin whose telephone number is (571) 272- 
9066. The examiner can normally be reached on Mon. - Fri., 7:30am-5pm EST. 

If attempts to reach the examiner by telephone are unsuccessful the examiner's 
supervisor, Joe McKane can be reached at (571) 272-0699. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Examiner, Art Unit 1626 
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Primary Examiner, Art Unit 1626 



